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Table I. Baselme characterises 





Trratment 


Control 


p value 






(n=m 




Average age (yo) 


59.8 + 8.7 


61.4 + 7.1 


ns 


HBV/HCV 


\m 


1/18 


ns 


Albumin (g/dl) 


3.9 + 0.3 


3,9 + 0.3 


ns 


Platelets (KT/mm^) 


14.7 + 5.4 


12.1 ± 5.2 


ns 


Total bilirubin (mg/dl) 


0.8 + 0.2 


0,9 + 0.4 


ns 


ALT(IU/ml) 


81.7 + 42.7 


70.4 + 33.4 


ns 


AFP<Mg/d6 


13.4 + 17.7 


13.3 ±$.7 


ns 



Mann-Whitney U test for age, smun albumin, platelets, total bilirubin, ALT 
and AFP; Chi-square test for HBV / HCV. 



[0026] (j^m) 

^.mmmmz.i.^t^ ^m\zMm-r^ii9t^mi^^^^m(o:^y^it\^o. 195(0. 
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042—0. 913)-efoofc(*2#fi^)o 

[0027] im] 



Table2. Grade Odds ratios for development of HCC 





Odds ratio 


95%CI 


P-value 


VK2/ContK)l 


0.195 


0.042-0.913 


0.038 


Total bilirubin 


1.231 


0.326-4.643 


0.760 


(l.0+/<1.0) 








Seram albumin 


3.800 


0.800-18.059 


0.093 


(<3.5/3.5+) 








Platelet count 


1.547 


0.461-5.187 


0.480 


(<1 00/1 00+) 








ALT(<80/80+) 


0.624 


0.165-2.356 


0.487 


AFP(20+/<20) 


1.673 


0.359-7.786 


0.512 


IFN(+/-) 


1.000 


0ai5-4.646 


1.000 



[0028] T9=->'T^yh9>'^y:^9—^m\^ (ALT) , Jkmrjl^^^l^, ^t^'U^Ulf 

. skA^m^. a -:7aih^nv"^>' (AFP) RmFN- a i^i^^mmmx^wiE^i^tz.^' 
mmmm=i^ht.^mi^mm-r^i^-^mM0i^-^m(D^^y:^^itno. 126(0. oie 

-0. 992)T'feofc(^3#fl^)o 
[0029] [^3] 
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Tables. Adjusted Odds latios for development of HCC 





Odds ratio 


95%CI 


P-value 


VK2/Control 


0.126 


0.016-0.992 


0.0491 


Total bilirubin 


0.294 


0.042-2.044 


0.2161 


(1.0+/<1.0) 








Serum albumin 


33.434 


2.362-473,352 


0.0094 


(<3.5/3.5+) 








Platelet count 


2.235 


0.458-10.900 


0.3200 


(<100/100+) 








ALT(<80/80+) 


0.393 


0-071-2.164 


0.2831 


AFP(2(H-/<20) 


1.589 


0.306-9.335 


0.5477 


IEN(+/-) 


1.260 


0.201-7.903 


0.8053 



Adjusted for age and all over variables in this table. 

fj::i3^ m:2:}3XXJ^m3^<D^Clitn. Confidential Interval(^l9§T?fc«9> TftlME^lJ 

[0030] :^mmi^m^?^i-'rhuy>^^^^-r^^m^mMi^xnit^ m-m^m^. m^. 

[0031] [iai]Bf^(7>^^B3^^(?)^^:7-efe6o HI 4»tc:*5it5HCC^}i. hepatocellular 
carcinoma(D|B&T?fc?), ^mS^I&^M^-t^o 



wo 2005/065671 



9 



PCT/JP2004/018643 



[1] ^-^y^huyiy^^^^^t-r^^ ^^(Dmmf'mMo 

o 



wo 2005/065671 



1/1 



PCT/JP2004/018643 



[mi] 



8 40* Coat«il(o-l9) 
8 30 



26 4 

VifftmiiiKx (11-21} 



3 4 5 



INTERNATIONAL SEARCH REPORT 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI*' A61K31/122, A61P1/16, 31/12, 35/00 



International application No. 

PCT/JP2004/018643 



According to International Patent Classification (IPC) or to both national classiftcation and IPC 
B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 
Int.Cl"' A61K31/122, A61P1/16, 31/12, 35/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 
Jitsuyo Shinan Koho 1922-1996 Jitsuyo Shinan Toroku Koho 1996-2005 

Kokai Jitsuyo Shinan Koho 1971-2005 Toroku Jitsuyo Shinan Koho 1994-2005 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
REGISTRY, CAPLUS, BIOSIS, MEDLINE, EMBASE(STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 2003-105819 Al (Eisai Co., 
24 December, 2003 (24.12.03), 

Full text 

& JP 2004-107330 A 



Ltd.) , 



X 



"Kanzo Gan no Saihatsu o Osaeru Vitamin K2 
Zai", The Journal of Therapy, 2003 Nen 4 
Gatsu, Vol.85, No. 4, pages 1554 to 1555 

Yukihiro KOIKE et al , , "Monmyakunai Shuyo 
Shinjun (PVI) Yobo o Mokuteki to shita 
Vitamin K-II Toyo ni yoru Randomized 
Prospective Controlled Study, Acta 
Hepatologica Japonica, 2002 Nen, Vol.43, 
suppl. {1)A64 



1-5,11-15 



1-5, 11-15 



1-5,11-15 



(3 Further documents are listed in the continuation of Box C. 



I I See patent family annex. 



"A" 



np» 



Special categories of cited documents: (*X" 
document defming the general state of the art which is not considered 
to be of particular relevance 

earlier application or patent but published on or after the intemationa] *0C" 
filing date 

document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other «y* 

special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other means 
document published prior to the international filing date but later than the 
priority date claimed 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theoiy underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
06 April, 2005 (06.04.05) 


Date of mailing of the International search report 
19 April, 2005 (19.04.05) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 


Authorized officer 
Telephone No. 



Form PCr/ISA/210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/018643 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


Zhong-Qian LI et al., 'Vitamin K uptake in 
hepatocytes and hepatoma cells'. Life Science 
01 June, 2002 (01.06.02), Vol.70, No. 18, 
pages 2085 to 2100 


1-5,11-15 



Form PCT/ISA/210 (continuation of second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/018643 



Box No. n Observations where certain daims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 
1- 13 Claims Nos.: 6-10 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claims 6 to 10 pertain to methods for treatment of the human body by surgery 
or therapy. 

Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box No. m Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in tiie claims; it is covered by claims Nos.: 



Remark on Protest ^Zl The additional search fees were accompanied by the applicant's protest 

□ No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (2)) (Januaiy 2004) 



H^a®#-f- PCT/'J P20.0 4/0 1 8 64 3 



A. ?6m<om-t^6^w<o6m mmit^we^m (IPC) ). 

IntCL' A61K31/122, A61P1/16, 31/12, 35/00 



a3t=Sr=fTofcft/M5S!g^ (H^.!^ft^il (IPC) ) 
IntCL' A61K31/122, A61P1/16, 31/12, 35/00 



1 922 — 199 6^ 
1971-200 

1 9 9 6 -2 0 0 5# 

1994 — 200 5# 



REGISTRY, CAPLUS, BIOSIS, MEDLINE, EMBASE (STN) 



wo 2 O 0.3/1 0 5 8 1 9 Al if>rt^^#t±) 2 0 0 3,1 2 
24,:^& JP 2004—1 0 7330 A 

mm(Dnm^n^^^^^^^^vi2m, t^m, 20 0 3^4>g. m 

8 5#, 04-^, pi 554— 1 555 



f 

t a m i n K — I J;5R andoinized Pros 

pective Controlled Study, ff 2 0 



1 — 5, 11 

— 15 

1-5, 11 

— 15 

1-5, 11 
-15 



rxj m^mTM<Di>?>xm-^s^^x. ^mxm<D^x^m 
<ommsDi.itmmm^^\'^t^^ fens t « 

r&j 1^— /-^T^vh^r 5 y-s:ift 



0 6. 0 4. 2 0 0 5 



B 



19.4 2005 



mm^iim<o^V!^Rxfi>x^ 

H*H#WiT (I SA/J P) 
- 100 — 8915 



4P 



9 04 8 



msm-^ 03-3581-1101 p^m 3492 



filStPCT/'I SA/2 1 0 (iJ2^— (2 0 0 4^1^) 



mW^mmm^ PCT/JP2 0 04/0 1 8 64 3 









X 


02^, :^43#, suppl.(l)A64 

Zhong-Qian LI et al. ' Vitamin K uptake in hepatocytes and 
hepatome cells' 

Life. Science 2002 Jun 1, Vol. 70, No. 18, p. 2085-2100 


1-5, 11 
— 1 5 



«I^PCT/I SA/2 1 0 (m2-<-5?®i^$) (2 0 0 4^1^) 



mmiimm^ pct/ j p 2 o o 4/0 1 a e 4 3 



&^8^|g33K (PCTi7^(2)(a)) ©j^^tcj;5, CI <^)ffll^^it#^H:»:©S* ± tj f»*©^ffl©— gi5^^:ov^T■fP 



1. r mffiA:SSiK>S'fciiinfaS#imSri-'<-C»irai'3Jz:iW^+Ufc©-e, r©HlglSHaE$R#«:. ■f-'<T©il^Brii«:ff*, 



4. r ttiffiA*s-gj.MJfeiiinpat^^3N-sr»i^rti::sft#u/£d»ofc<oT?, :i(om^m^m^t±. n^<Dmm<DM^icnm 



«iaPCT/I SA/2 1 O i^©^ (2) ) (2004^1^) 



